Images from three independent experiments were used; n=74-112 nuclei/condition. * indicates the difference between PMA and A23187 conditions at each time point; # indicates the difference between the agonists (PMA or A23187) from their respective conntrols (p<0.05; 2-way ANOVA with Bonferroni post-test). (4182) PMA (845) A23187 ( Common Figure S3 . Percentage overlap in transcripts. The percentages of common and unique transcripts (coding and non-coding genes) showing 1.5 fold expression have been calculated based on each group, along with the total in both groups (shown in Figure 2 ). (E) Effect of mRNA elongation inhibitor, that prevents the phosphorylation of CDK 7 and 9 to limit RNA polymerase movement on DNA (0, 25, 50, 100, 200 µM DRB) on PMA-mediated NETosis. (F) As of (E) but for A23187-mediated NETosis. n=4; p-value in each graph shows whether the slope is different than 0. Regression analysis conducted at the last time point as indicated in Figure 5 . Figure S6 . Confocal microscopy images show that transcription inhibitor Actinomycin D suppresses NETosis. Low magnification images. A portion of these images at 2 and 4 h are magnified to generate Figure 6 . (A) Unstimulated control neutrophils show typical polymorphonuclear morphology. MPO is visible in the cytoplasm. MPO co-localizes to NET DNA generated by PMA-mediated NETosis. A limited amount of citrullinated histone 3 (CitH3) immunostaining is visible on some of the NETs. By contrast, intense immunostaining of CitH3 is visible on decondensed nuclei during A23187-induced NETosis and MPO colocalizes to NETs. (B) As of (A) but with ActD. PMA-and A23187-treated neutrophils did not show NETosis, and the nuclear morphology of these cells remains the same as that of the unstimulated control neutrophils. Only a limited amount of CitH3 is detectable in any of the ActD treated conditions. Blue, DAPI staining for DNA; Green, MPO; Red, CitH3. Scale bar, 25 μm. Figure S8 . Translation inhibitors do not suppress both PMA-mediated Nox-dependent and A23187-mediated Nox-independent NETosis. (A) Neutrophils were preincubated with the indicated concentrations of translation inhibitor, cycloheximide or puromycin. PMA was then added to induce Nox-dependent NETosis. Degree of NETosis was monitored for 4 hours by monitoring the fluorescence intensity of Sytox green as a proxy. Sytox green dye present in the media is impermeable to living cells, and hence, when the DNA is released as NETs, Sytox green can bind and generate green florescence signal. (B) As of (A) except that A23187 was used, instead of PMA, for inducing Nox-independent NETosis. Percentage inhibition in each experiment was calculated, and the values were standardized to NETosis with agonists, but without any inhibitors as 100%. One sample t-test showed no significant difference between the inhibitor conditions and 100%. Only the unactivated neutrophil control is significantly different than NETotic conditions (*, p<0.05). For (A) n=4 and for (B) n=3. 
